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-The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
THE REPLY FILED 25 October 2006 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 

1 . (3 The reply was filed after a final rejection, but prior to or on the same day as filing a Notice of Appeal. To avoid abandonment of 

this application, applicant must timely file one of the following replies: (1 ) an amendment, affidavit, or other evidence, which 
places the application in condition for allowance; (2) a Notice of Appeal (with appeal fee) in compliance with 37 CFR 41 .31 ; or (3) 
a Request for Continued Examination (RCE) in compliance with 37 CFR 1 .1 14. The reply must be filed within one of the following 
time periods: 

a) ^ The period for reply expires 3_months from the mailing date of the final rejection. 

b) □ The period for reply expires on: (1 ) the mailing date of this Advisory Action, or (2) the date set forth in the final rejection, whichever is later. In 

no event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the final rejection. 

Examiner Note: If box 1 is checked, check either box (a) or (b). ONLY CHECK BOX (b) WHEN THE FIRST REPLY WAS FILED WITHIN 

TWO MONTHS OF THE FINAL REJECTION. See MPEP 706.07(f). 
Extensions of time may be obtained under 37 CFR 1.136(a). The date on which the petition under 37 CFR 1.136(a) and the appropriate extension fee 
have been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The appropriate extension fee 
under 37 CFR 1.17(a) is calculated from: (1) the expiration date of the shortened statutory period for reply originally set in the final Office action; or (2) as 
set forth in (b) above, if checked. Any reply received by the Office later than three months after the mailing date of the final rejection, even if timely filed, 
may reduce any earned patent term adjustment. See 37 CFR 1.704(b). 
NOTICE OF APPEAL 

2. □ The Notice of Appeal was filed on . A brief in compliance with 37 CFR 41 .37 must be filed within two months of the date of 

filing the Notice of Appeal (37 CFR 41 .37(a)), or any extension thereof (37 CFR 41 .37(e)), to avoid dismissal of the appeal. Since 
a Notice of Appeal has been filed, any reply must be filed within the time period set forth in 37 CFR 41 .37(a). 



3. The proposed amendment(s) filed after a final rejection, but prior to the date of filing a brief, will not be entered because 

(a) ^ They raise new issues that would require further consideration and/or search (see NOTE below); 

(b) □ They raise the issue of new matter (see NOTE below); 

(c) S They are not deemed to place the application in better form for appeal by materially reducing or simplifying the issues for 

appeal; and/or 

(d) □ They present additional claims without canceling a corresponding number of finally rejected claims. 

NOTE: See Continuation Sheet . (See 37 CFR 1.116 and 41.33(a)). 

4. □ The amendments are not in compliance with 37 CFR 1 .121 . See attached Notice of Non-Compliant Amendment (PTOL-324). 

5. □ Applicant's reply has overcome the following rejection(s): . 

6. □ Newly proposed or amended claim(s) would be allowable if submitted in a separate, timely filed amendment canceling the 

non-allowable claim(s). 

7. ^ For purposes of appeal, the proposed amendment(s): a) S will not be entered, or b) □ will be entered and an explanation of 

how the new or amended claims would be rejected is provided below or appended. 
The status of the claim(s) is (or will be) as follows: 

Claim(s) allowed: . 

Claim(s) objected to: . 

Claim(s) rejected: . 

Claim(s) withdrawn from consideration: . 

AFFIDAVIT OR OTHER EVIDENCE 

8. The affidavit or other evidence filed after a final action, but before or on the date of filing a Notice of Appeal will not be entered 
because applicant failed to provide a showing of good and sufficient reasons why the affidavit or other evidence is necessary and 
was not earlier presented. See 37 CFR 1.11 6(e). 

9. □ The affidavit or other evidence filed after the date of filing a Notice of Appeal, but prior to the date of filing a brief, will not be 

entered because the affidavit or other evidence failed to overcome aN rejections under appeal and/or appellant fails to provide a 
showing a good and sufficient reasons why it is necessary and was not earlier presented. See 37 CFR 41.33(d)(1). 

10. □ The affidavit or other evidence is entered. An explanation of the status of the claims after entry is below or attached. 
REQUEST FOR RECONSIDERATION/OTHER 

1 1 . El The request for reconsideration has been considered but does NOT place the application in condition for allowance because: 

See Continuation Sheet. 

12. □ Note the attached Information Disclosure Statement(s). (PTO/SB/08) Paper No(s). - ~p 

13. □ Other: . C\ 
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Continuation of 3. NOTE: Specifically, the new issues would be the further consideration of the in vitro activity in specifically claimed cell 
cultures and the further consideration of the specific diseases listed in the amended claims such as the specific cancers listed. The 
amendment does not place the application in better form for appeal by materially reducing or simplifying the issues for appeal as the 
claims would still be rejected under 35 USC 1 12 1 st paragraph 



Continuation of 1 1 . does NOT place the application in condition for allowance because: The exhibit filed which includes a multitude of 
references has not been considered as the references are not presented on a 1449. Applicants' arguments have been considered, 
however, they are not persuasive as the amendment to claim 23 would require further consideration to the in vitro activity in specifically 
mentioned cell cultures. While applicant argues that ERK2 is known to mediate the phosphorylation of tau and therefore useful for the 
treatment of diseases such as Alzheimer's disease; allergy/asthma, brain protection against forebrain ischemia and focal cerebral 
ischemia, atherosclerosis and restenosis, cardiovascular disease, and various cancers, this argument is not found persuasive fore 
essentially the same reasons as found in the Final rejection as the state of the prior art is that the pharmacological art involves screening 
in vitro and in vivo to determine which compounds exhibit the desired pharmacological activities (i.e. what compounds can treat which 
specific diseases by what mechanism). There is no absolute predictability even in view of the seemingly high level of skill in the art. The 
existence of these obstacles establishes that the contemporary knowledge in the art would prevent one of ordinary skill in the art from 
accepting any therapeutic regimen on its face. It is the state of the art that there is no known cure or prevention for Alzheimer's disease 
and that there are only four medications available in the United States available to temporarily slow the early stages of Alzheimer's 
disease. The current drugs for the treatment of Alzheimer's disease, Aricept, Exelon, Reminyl and Cognex, treat early stages of 
Alzheimer's disease by delaying the breakdown of acetylcholine. Memantine, which blocks excess amounts of glutamate treats late stage 
Alzheimer's disease. Alzheimer's disease has traditionally been very difficult or impossible to prevent or event o treat effectively with 
chemotherapeutic agents. Stroke represents one of the most intractable medical challenges. Stroke is estimated to cause about 15% of 
deaths. Even those who survive normally suffer from persistent damage, including motor and speech disturbances and/or convulsions. 
Despite a tremendous effort to resolve these problems, cerebrovascular therapy as so far been limited to trying to prevent further damage 
in areas on the margins of the ischemic focus, this trying to maintain adequate perfusion in remaining intact areas, and thereby limit 
progressive infarction. This is generally done surgically. Standard pharmaceutical treatment, such as antiarrhythmics and antithrombotics 
don't get at the cause of the stroke or the damage caused, but are mostly done to insure adequate cardiac functioning. Applicants 
claimed compounds useful in medical therapy also includes the treatment of specific cancers. The state of the prior art is that cancer 
therapy remains highly unpredictable. The various types of cancers have different causative agents, involve different cellular 
mechanisms, and consequently, differ in treatment protocol. It is known that the challenge of cancer treatment has been to target specific 
therapies to pathogenetically distinct tumor types, that cancer classification has been based primarily on morphological appearance of the 
tumor and that tumors with similar histopathological appearance can follow significantly different clinical courses and show different 
responses to therapy (Golub et al. page 531 ) Furthermore, it is known that chemotherapy is most effective against tumors with rapidly 
dividing cells and that cells of solid tumors divide relatively slowly and chemotherapy is often less effective against them. It is also known 
in the prior art (Lala et al. page 91) that the role of NO in tumor biology remains incompletely understood with both the promotion and 
inhibition of NO mentioned for the treatment of tumor progression and only certain human cancers may be treated by selected NO- 
blocking drugs. These example shows that there are different cellular mechanisms, the unpredictability in the art and the different 
treatment protocols . 




PATENT EXAMINER 



2 



